We report on pancreatic exocrine dysfunction in families that have the mitochondrial tRNAIAu(UR) gene mutation. These families exhibited maternally inherited diabetes mellitus (DM) and an A to G substitution at nt 3243 of the mitochondrial tRNAutu) gene (A3243G mutation). Pancreatic necropsy samples from one proband showed accumulation of degenerated mitochondria in pancreatic acinar cells. Pancreatic exocrine dysfunction was recognised by a functional pancreatic study. This study indicates that exocrine pancreatic dysfunction may be associated with the A3243G mutation. (7Med Genet 1998;35:255-257) 
Many mitochondrial DNA (mtDNA) mutations are associated with various diseases.' One of the most common mutations involves an A to G substitution at nt 3243 of the tRNAI'u'(R) gene (A3243G mutation).2 Recent studies have shown that there is a close association between the A3243G mutation and maternally inherited DM.' Multiorgan involvement has also been suggested. 4 However, pancreatic exocrine dysfunction has not been investigated, although it has been reported in patients with mtDNA deletion.5 6Here, we report on pancreatic exocrine dysfunction in families with the A3243G mutation.
Clinical characteristics of the family members are as follows (fig 1) . Genomic DNA extraction, PCR amplification, restriction enzyme analysis, sequencing, and densitometric analysis were performed as previously described.8
The pathological findings of the pancreas of patient A-II at necropsy are as follows. The pancreas showed no acinar atrophy or fibrosis. In the pancreatic acini, degenerative acinar cells with pycnotic nuclei were found to be scattered or clustered. As determined by electron microscopy, these cells had lost most of the rough endoplasmic reticulum, Golgi apparatus, and secretory granules, and were occupied by closely congregated vacuolar mitochondria (fig 2) . No dilatation of the ducts or liposis was present. The number of islets was markedly decreased.
Molecular genetic analysis of the five patients showed that they had an A3243G mutation to different degrees. Densitometric analysis showed the percentage of mutant mtDNA in the white blood cells and the necropsy samples ranged from 6% to 63% (fig 1) .
The five patients showed normal serum amylase and lipase levels. The bentiromide test indicated that three of the four patients showed a decreased percentage recovery of PABA, which in patients B-I, B-II, C-I, and C-II was 68%, 19%, 50%, and 40%, respectively.
The present study showed pancreatic exocrine dysfunction in families with the A3243G mutation. Although DM is commonly associated with the A3243G mutation, exocrine pancreatic dysfunction is not a recognised feature.
However, it is worth noting that a significant 
